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ZUMA-22: A Phase 3, Randomized Controlled Study of Axicabtagene Ciloleucel Versus Standard-of-Care
Therapy in Patients With Relapsed or Refractory Follicular Lymphoma
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BACKGROUND STUDY DESIGN AND ENDPOINTS (continued) STATUS

» Patients with relapsed or refractory (R/R) follicular lymphoma (FL) experience progressively shorter Figure 1. AXi-Cel Structure e Standard-of Care-Therapy Options (Figure 2) Figure 3. Map of ZUMA-22 Clinical Trial Sites

remissions with each successive line of therapy, and the disease is largely considered incurable | ~ R2 x 12 cycles (28-day cycle)
— In a retrospective analysis between 1998-2009, progression-free survival (PFS) and overall survival (OS) Axi-Cel - Cycle 1: lenalidomide (20 mg/day) on Days 1-21; rituximab (375 mg/m2) on Days 1, 8, 15,

among patients with FL after 3 lines of therapy were 1.1 years and 8.8 years, respectively and 22

e Patients who progressed <24 months after initiating first-line chemoimmunotherapy (POD24) have inferior
OS compared with those who did not experience POD2423

« Cycle 2 through Cycle 5: lenalidomide (20 mg/day) on Days 1-21; rituximab (375 mg/m?)

scFv (anti-CD19) on Day 1
 Cycle 6 through Cycle 12: lenalidomide 20 mg/day on Days 1-21

— This incidence of POD24 is ~20% among patients who receive first-line chemoimmunotherapy

e Axicabtagene ciloleucel (axi-cel) is an autologous anti-CD19 chimeric antigen receptor (CAR) T-cell §

Hinge! — R-CHOP x 6 cycles (21-day cycle)

Transmembrane  Rituximab (375 mg/m?), cyclophosphamide (750 mg/m?), doxorubicin (50 mg/m?),
vincristine (1.4 mg/m?, maximum 2 mg) on Day 1

therapy, which includes a CD28 costimulatory domain to elicit rapid and robust expansion, that results in
target-specific cytotoxicity and helps to overcome the limitations of the immune system (Figure 1)*°

* In ZUMA-5, the pivotal Phase 2 study of axi-cel in indolent non-Hodgkin lymphoma, outcomes among
patients with FL (n=127) were positive after a median follow-up of 41.7 months®

— Median PFS was 40.2 months
— Median OS was not yet reached
— Long-term safety was manageable

« Prednisone (40 mg/m?) on Days 1-5

| — BR x 6 cycles (28-day cycle)
Costimulatory . Rituximab (375 mg/m2) on Day
Domains

- Bendamustine (90 mg/m?) on Days 1-2

e In ZUMA-5, POD24 did not adversely affect PFS or OS¢ * QoL Endpoints (Figure 2) North American Trial Sites European Trial Sites

« ZUMA-5 supported the approval of axi-cel for the treatment of R/R FL*7:8 — Changes from baseline in the Global Health Status Quality of Life scale and the physical USA Westwood, KS Pittsburgh, PA UK Spain Italy Germany France

functioning domain of the European Organisation for Research and Treatment of Cancer Little Rock, AK Lexington, KY Greenville, SC Birmingham  Barcelona (x3) Bergamo Berlin Créteil Poitiers

« ZUMA-22 is a Phase 3, open-label, multicenter, randomized controlled trial that will evaluate the efficacy and Axi-cel, axicabtagene ciloleucel: scFv, single-chain Quality of Life Questionnaire-30 and the Low-Grade Non-Hodgkin Lymphoma-20 Duarte, CA Boston, MA Nashville, TN (x2) Cambridge Madrid (x2) Bologna Cologne Dijon Rennes

Safety Of aXi'Cel Compared W|th Standard'Of'Care therapy in patients Wlth R/R FL variable fragment. B Chan es from baseline in the EurOQOL 5 Dimension 5 Level and Visua| ana|0 Sca|e Orange, CA Baltimore, MD Houston, TX Oxford Salamanca Reggio Emilia Géttingen Lille Rouen
9 9 Stanford, CA Charlotte, NC Salt Lake City, UT Liverpool Sevilla Genova Leipzig Marseille

Denver, CO Hackensack, NJ Richmond, VA London (x2)  Valencia Milano (x2) Ulm Montpellier

Washington, DC New York, NY Manchester Rome Wuerzburg Paris
PATIENT ELIGIBILITY e Yor, 1Y

Tampa, FL Southampton Rozzano Pessac

OBJECTIVE

* To determine if axi-cel is superior to standard-of-care therapy in patients with R/R FL as measured by PFS per blinded independent review Sioux Falls, 1D Hershey, PA Sutton Pierre Benite

Table 1. ZUMA-22 Key Inclusion Criteria and Exclusion Criteria

STUDY DESIGN AND ENDPOINTS Key Inclusion Criteria * This study opened to accrual in June 2022 and is currently recruiting participants at several sites globally

Figure 2. ZUMA-22 Study Design * Age 218 years REGISTRATION

* Histologically confirmed FL, Grades 1-3a

R/R FL Primary Endpoint ) RL R dt'ﬁ?asglifteftr‘:”:o"[‘;;e following: » This study is registered at ClinicalTrials.gov (NCT05371093)

~ ] = rFIrst-iine WI a
N=230 _ + PFS (blinded
Axi-Cel

independent review)? — 22 prior systemic lines of therapy REFERENCES
Key Eligibility: * Leukapheresis

« ECOG PS 0-1
* Aged =218 years » Optional corticosteroid bridging?

| * Clinical indication for treatment
. R/R disease after: + Lymphodepleting chemotherapy® * CRrate (blinded » At least 1 measurable lesion per the Lugano Classification?
— First-line CIT with » Axi-cel (2x10° CAR T cells/kg)

. . 9
independent review) » Adequate renal, hepatic, pulmonary, and cardiac function
POD24

Additional Secondary _ __
Endpoints Key Exclusion Criteria
or YESCARTA® (axicabtagene ciloleucel) [summary of product characteristics]. Amsterdam, The Netherlands: Kite Pharma EU. 2022.

. . * ORR (blinded » History of LBCL or TFL . Cheson BD, et al. J Clin Oncol. 2014;32:3059-3068.
- 2_2 prior systemic independent review)? -l Grade 3b 10. Flinn IW, et al. ASCO 2023. Abstract TPS7579.
lines of therapy

* DOR Prior CD19-targeted therapy
* Duration of CR * Prior CAR therapy or other genetically modified T-cell therapy
e OS * Uncontrolled fungal, bacterial, viral, or other infection

. EFS * Active infection with HIV or hepatitis B or C ACKNOWLEDGMENTS

— Note: Those with HIV or hepatitis B or C and an undetectable viral load are eligible | o |
e TTNT e The patients, families, friends, and caregivers

* Known history or CNS lymphoma involvement « The study investigators, coordinators, and health care staff at each study site
o History of Clinically significant cardiac disease within 6 months of randomization e Medical writing support was provided by Danielle Fanslow, PhD, of Nexus Global Group Science, funded by Kite

* QoL assessments  Neuropathy greater than Grade 1
DISCLOSURES

2 Bridging corticosteroid therapy will be administered at the discretion of the investigator. ® Lymphodepleting chemotherapy will consist of cyclophosphamide (500 mg/m?/day) and fludarabine (30 mg/m?/day), 2 Patients who received anti-CD20 mAb monotherapy prior to the initial line of CIT are eligible and POD24 will be counted from e Author disclosure information is available through the Quick Response (QR) code
received days —5 to —3 before receiving axi-cel. ¢ End of Month 3 after randomization. initiation of CIT.

Axi-cel, axicabtagene ciloleucel; BR, rituximab + bendamustine; CAR, chimeric antigen receptor; CIT, chemoimmunotherapy; CR, complete response; DOR, duration of response; EFS, event-free survival; CAR, chimeric antigen receptor; CIT, chemoimmunotherapy; CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology
FL, follicular lymphoma; ORR, overall response rate; OS, overall survival; PFS, progression-free survival, POD24, progression within 24 months from initiating first-line chemoimmunotherapy; R?, rituximab + Group performance status; FL, follicular lymphoma; LBCL, large B-cell ymphoma; mAb, monoclonal antibody; POD24, progression
lenalidomide; R-CHOP, rituximab + cyclophosphamide, doxorubicin, vincristine, and prednisone; QoL, quality of life; R/R, relapsed/refractory; TTNT, time to next treatment; US, United States. within 24 months from initiating first-line chemoimmunotherapy; R/R, relapsed/refractory; TFL, transformed follicular lymphoma.  These data were previously presented at the 2023 Annual Meeting of the American Society of Clinical Oncology™
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Stratification: Rituximab-Based

» Prior lines of therapy Chemoimmunotherapy
(1 vs 22)
* Region
(US vs rest of world)
 POD24 status

FUNDING

* This study was funded by Kite

1:1 Randomization

and Long-Term Follow-Up

* R2x 12 cycles
* R-CHOP % 6 cycles
 BR x 6 cycles

Additional Post-treatment Assessment

First Post-treatment Assessment (Month 3)°

« Safety
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